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DETAILED ACTION 
Claims 15, 18, 20-22 and 27-30 are presented for examination. 

Applicant's Amendment filed September 5, 2008 was received and entered into the present 
application, but was non-compliant pursuant to the notice dated December 5, 2008. Applicant's response 
filed December 12, 2008 correcting the deficiencies noted in the notice dated December 5, 2008 has been 
received and entered in the present application. 

Applicant's Information Disclosure Statement (IDS) filed September 5, 2008 has been received 
and entered into the present application. As reflected by the attached, completed copy of form PTO-1449 
(one page total), the Examiner has considered the cited references. 

Claims 15, 18, 20-22 and 27-30 are pending. Claims 28-29 remain withdrawn from consideration 
pursuant to 37 C.F.R. 1.142(b). Claims 15, 18 and 22 are amended. Claim 30 is newly added. 

Applicant's arguments, filed September 5, 2008 and December 12, 2008, have been fully 
considered. Rejections and objections not reiterated from previous Office Actions arc hereby withdrawn. 
The following rejections and objections are either reiterated or newly applied. They constitute the 
complete set of rejections and objections presently being applied to the instant application. 

Applicant's Request for Clarification of Claim Status 
Pursuant to the response filed February 24, 2006, Applicant elected, with traverse, the Invention 
of Group II (original claim 9-13), directed to compounds and pharmaceutical compositions or 
combinations thereof, and further elected the species of (2S,4S)-4-(3-fluorobenzyl)-pyrrolidine-2- 
carboxylic acid as the compound to which examination was to be restricted if the generic claim was not 
found allowable. The election is herein reaffirmed and properly prompts the withdrawal of newly added 
claims 28-29 from consideration pursuant to 37 C.F.R. 1.142(b) as being directed to non-elected subject 
matter. 
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Applicant queries the withdrawal of claims 28-29 but the examination of claims 15 and 18, 
which, as Applicant alleges, encompass the subject matter of instant claims 28-29. However, in view of 
Applicant's express election of the single disclosed specie of (2S,4S)-4-(3-fluorobenzyl)-pyrrolidine-2- 
carboxylic acid, claims 28-29 remain properly withdrawn from consideration since they are directed to a 
single compound, which is non-elected. Claims 15 and 18, though directed to a plurality of species, are 
only under examination insofar as they read upon the elected subject matter of (2S,4S)-4-(3- 
fluorobenzyl)-pyrrolidine-2-carboxylic acid. 

Accordingly, claims 15 and 18 remain under examination insofar as they read upon the elected 
compound and claims 28-29, which are directed to non-elected compounds, remain properly withdrawn 
from consideration pursuant to 37 C.F.R. 1. 142(b). 

Claim Rejections - 35 USC § 112, First Paragraph, Scope of Enablement 
(New Grounds of Rejection) 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 15, 18, 20-22, 27 and 30 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for making the compound (2S,4S)-4-(3-fluorobenzyl)-pyrrolidine-2- 
carboxylic acid (compound of claim 18 and 27 and encompassed by the generic formula of claim 15), or 
the hydrochloride salt thereof (as in newly added claim 30), does not reasonably provide enablement for 
the use of the same. The specification does not enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to make the invention commensurate in scope with these claims. 

In this regard, the application disclosure and claims have been compared per the factors indicated 
in the decision In re Wands, 8 USPQ 2d 1400 (Fed. Cir., 1988) as to undue experimentation. The factors 
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include: 

1) the nature of the invention; 

2) the breadth of the claims; 

3) the predictability or unpredictability of the art; 

4) the amount of direction or guidance presented; 

5) the presence or absence of working examples; 

6) the quantity of experimentation necessary; 

7) the state of the prior art; and, 

8) the relative skill of those skilled in the art. 

The relevant factors are addressed below on the basis of comparison of the disclosure, the claims 
and the state of the prior art in the assessment of undue experimentation. 

The presently claimed invention is directed to a compound of formula (lb) (instant claim 15), 
specifically, the elected compound (2S,4S)-4-(3-fluorobenzyl)-pyrrolidine-2-carboxylic acid (instant 
claims 18 and 27), and a pharmaceutical composition thereof that further comprises one or more 
pharmaceutical ly acceptable excipients, diluents or carriers (instant claim 20). The present claims further 
provide for a pharmaceutical composition comprising a compound of formula (lb) (i.e., (2S, 4S)-4-(3- 
fluorobenzyl)-pyrrolidine-2-carboxylic acid) or a pharmaceutically acceptable salt thereof and at least one 
other therapeutically active agent (instant claim 21). Instant claim 22 further specifies that the at least one 
other therapeutically active agent is a PDEV inhibitor selected from sildenafil, vardenafil, tadalafil, etc. 

In particular, one skilled in the art could not practice the presently claimed subject matter of using 
the claimed compounds for the myriad of disclosed uses without undue experimentation because the 
artisan would have expected that the interaction of a compound with a particular receptor (i.e., in this 
case, the elected compound of (2S,4S)-4-(3-fluorobenzyl)-pyiTolidine-2-carboxylic acid and salts thereof, 
and the alpha-2-delta receptor) would have been highly specific given what is known about receptor-drug 
interaction and, given the state of the art and the lack of any disclosure or guidance provided by Applicant 
supporting the idea that such a compound would, in fact, bind this same receptor, the artisan would not 
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have been imbued with a reasonable expectation of successfully using the claimed compound for any one 
or more of the disclosed uses. 

As set forth in In re Marzocchi et al, 169 USPQ 367 (CCPA 1971): 

"[A] [specification disclosure which contains the teachings of manner and process of making and 
using the invention in terms corresponding to the scope to those used in describing and defining subject 
matter sought to be patented must be taken as in compliance with the enabling requirement of first 
paragraph of 35 U.S.C. 112, unless there is reason to doubt the objective truth of statements contained 
therein which must be relied on for enabling support; assuming that sufficient reasons for such doubt 
exists, a rejection for failure to teach how to make and or use will be proper on that basis, such a rejection 
can be overcome by suitable proofs indicating that teaching contained in the specification is truly 
enabling." (emphasis added) 

The instant claims are directed to the compound (2S,4S)-4-(3-fluorobcnzyl)-pyrrolidine-2- 
carboxylic acid, as well as the inclusion of such a compound into a pharmaceutical composition, along 
with one or more pharmaceutically acceptable excipients, diluents or carriers, into which may further be 
incorporated at least one other therapeutically active agent, such as a PDEV inhibitor, to be used for the 
treatment of various conditions, including epilepsy, faintness attacks, hypokinesia, cranial disorders, 
neurodegenerative disorders, depression, anxiety, panic, pain, fibromyalgia, sleep disorders, osteoarthritis, 
rheumatoid arthritis, neuropathological disorders, visceral pain, functional bowel disorders (e.g., 
gastroesophageal reflux, dyspepsia, irritable bowel syndrome, functional abdominal pain syndrome, 
inflammatory bowel diseases, such as Crohn's disease, ileitis, ulcerative colitis) and visceral pain 
associated with dysmenorrhea, pelvic pain, cystitis and pancreatitis (p. 7, Specification), which are 
conditions in which the alpha-2-delta receptor "is implicated" (p.9, Specification). However, the instant 
specification as originally filed lacks adequate guidance, direction or discussion to apprise the skilled 
artisan how the claimed compound may be used to achieve the disclosed utilities for treating conditions 
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wherein the alpha-2-delta receptor has been implicated, such as epilepsy, faintness attacks, hypokinesia, 
cranial disorders, neurodegenerative disorders, depression, anxiety, panic, pain, fibromyalgia, sleep 
disorders, osteoarthritis, rheumatoid arthritis, neuropathological disorders, visceral pain, functional bowel 
disorders (e.g., gastroesophageal reflux, dyspepsia, irritable bowel syndrome, functional abdominal pain 
syndrome, inflammatory bowel diseases, such as Crohn's disease, ileitis, ulcerative colitis) and visceral 
pain associated with dysmenorrhea, pelvic pain, cystitis and pancreatitis (p. 7, Specification), with at least 
a reasonable expectation of successfully achieving the treatment of the same. The instant specification 
fails to present any evidence, either in the form of data or scientifically sound reasoning, which would 
provide such a reasonable expectation that the claimed compounds would have been effective to treat the 
disclosed disorders. Though it is noted that Applicant need not necessarily demonstrate the precise 
manner in which the claimed therapeutic agent(s) ameliorate a particular disease state, such a mechanism 
must be elucidated in cases where Applicant relies upon a correlation between the particular activity of a 
compound (e.g., inhibition of a particular enzyme, binding to a particular receptor, etc.) and a reasonable 
expectation of efficacy in treating a particular disease. 

In the instant case, Applicant relies upon the mechanism of action (i.e., interaction with the alpha- 
2-delta receptor) underlying the purported biological activity to establish that the genus of compounds 
instantly claimed would have been useful for treating conditions in which the alpha-2-delta receptor "is 
implicated". Notably, however, the purported effect and/or specific interaction of the instantly claimed 
compound with the alpha-2-delta receptor is never described within the four corners of the instant 
specification. In other words, though Applicant's inventive concept rests upon the correlation between the 
particular activity of the claimed compounds in interacting with the alpha-2-delta receptor to provide a 
reasonable expectation of efficacy in treating the disclosed disease(s) or disorder(s), the actual activity of 
the instantly claimed compound and the receptor with which it is proposed to interact is not adequately 
described in the accompanying specification so as to enable the full scope of the instant claims. 
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Furthermore, in order to be enabled to practice the present invention, the skilled artisan would have to 
accept on its face that the instantly claimed compound would have been more than capable of interacting 
with and binding the alpha-2-delta receptor such that the disclosed disease(s) or disorder(s) could actually 
be treated. However, given the state of the art at the time of the invention which clearly recognized the 
high degree of specificity required for drugs to interact with particular receptors and, thus, the 
unpredictability with regard to the same, the instant specification would have been viewed as lacking an 
enabling disclosure as to how to use the instantly claimed compound for the various disclosed uses. 

In this regard, Julien ("Chapter 2: Pharmacodynamics: How Drugs Act", A Primer of Drug Action 
(Ninth Edition); Worth Publishers, 2001:37-57) is cited. Julien teaches that, "As discussed, receptors 
exhibit high specificity both for one particular neurotransmitter and for certain drag molecules. Making 
only modest variations in the chemical structure of a drug may greatly alter the intensity of a receptor's 
response to it. For example, amphetamine and methamphetamine (Chapter 7) are both powerful 
psychostimulants. Although their chemical structures are very close, they differ by the simple addition of 
a methyl (-CH3) group to amphetamine, forming methamphetamine. Methamphetamine produces much 
greater behavioral stimulation at the same milligram dosage. Both drugs attach to the same receptors in 
the brain, but methamphetamine exerts a much more powerful action on them, at least on a milligram 
basis. The drug molecule with the "best fit" to the receptor (methamphetamine, in this example) elicits 
the greatest response from the cell. In pharmacologic terms, methamphetamine is more potent than 
amphetamine, because a lower absolute dosage achieves the same level of response as a higher dose of 
amphetamine. As a consequence of drug binding to a receptor, cellular function is altered, resulting in 
observable effects on physiological or psychological functioning. The total action of the drug in the body 
results from drug actions either (1) on one specific type of receptor or (2) at multiple different types of 
receptors." (p.48-49) 

Given that the art expressly acknowledges the unpredictability of receptor-drug binding in that 
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the interaction is highly specific and that seemingly simple or uncomplicated modifications to a 
compound result in drastically different levels of pharmacologic activity, one of ordinary skill in the art at 
the time of the invention would not have accepted on its face Applicant's statement that the instantly 
claimed compound(s) could be used to bind to the alpha-2-delta receptor and treat the various disclosed 
disorder(s) and/or disease(s) with a reasonable expectation of success, absent any direction, evidence or 
guidance to this effect. In light of such, the artisan would have required sufficient direction as to how the 
instantly claimed compound(s) could actually be used to treat such disease(s) and/or disorder(s) by 
elucidating its ability to bind to the alpha-2-delta receptor with at least a reasonable expectation of 
success. Such success would not have been reasonably expected given that receptors have highly specific 
binding sites that are only capable of interacting with certain drug molecules and the idea that any drug 
could bind any receptor is not an outcome that would have been reasonably expected by one of ordinary 
skill in the art in view of the state of the art and Applicant has failed to provide any guidance supporting 
the assertion that the instantly claimed compound(s) are, in fact, capable of binding the alpha-2-delta 
receptor. Absent this disclosure, the present specification fails to enable the full scope of this invention as 
it related to the objective of using the instantly claimed compounds for the myriad of disclosed uses in the 
instant specification and, thus, fails to rebut the presumption of unpredictability in the art with regard to 
this same objective. 

It is in this regard that Applicant is directed to the MPEP at §2164.08. All questions of 
enablement are evaluated against the claimed subject matter. Concerning the breadth of a claim relevant 
to enablement, the only relevant concern is whether the scope of enablement provided to one skilled in the 
art by the disclosure is commensurate with the scope of protection sought by the claims. The 
determination of the propriety of a rejection based upon the scope of a claim relative to the scope of 
enablement involved the determination of how broad the claim is with respect to the disclosure and the 
determination of whether one skilled in the art is enabled to use the entire scope of the claimed invention 
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without undue experimentation. 

Applicant provides various compounds and methods of synthesizing each, wherein Example 10 
provides a method of synthesizing the instantly claimed compound, (2S,4S)-4-(3-fluorobenzyl)- 
pyrrolidine-2-carboxylic acid, as well as numerous exemplary pharmaceutical formulations that comprise 
an active ingredient of the claimed compounds of the invention. Though Applicant's examples in this 
regard are duly noted, Applicant has failed to demonstrate that the instantly claimed compound [i.e., 
(2S,4S)-4-(3-fluorobenzyl)-pyrrolidine-2-carboxylic acid] actually functions to achieve the disclosed 
therapeutic use of interacting with the alpha-2-delta receptor such that one of skill in the art would have 
thereby recognized its efficacious use in treating any one or more of the disclosed disease states. The 
specification fails to present either view a working or prophetic example(s) or a clear, scientifically sound 
explanation as to what, in fact, enables the interaction with the alpha-2-delta receptor such that the skilled 
artisan would have been imbued with at least a reasonable expectation of predictability of action in using 
the instantly claimed compound for use in treating any one or more of the disorders disclosed as being 
responsive to such an effect. Absent such guidance, the experimentation required to determine if there is 
any activity of any of the compounds in treating the disclosed disorders, and further, to determine, 
without needing to resort to random speculation, what therapeutic amounts would be available to even 
start testing for a therapeutic effect, would clearly be undue. Further, it is noted that, while the lack of a 
working embodiment cannot be the sole factor in determining enablement, the absence of substantial 
evidence commensurate in scope with the breadth of the presently claimed subject matter, in light of the 
unpredictable nature of the chemical and pharmaceutical arts and the limited direction that Applicant has 
presented, provides additional weight to the present conclusion of insufficient enablement in 
consideration of the Wands factors as a whole. 

Although the instant specification states that the instantly claimed genus of compounds, which 
encompasses the specifically elected compound [i.e., (2S,4S)-4-(3-fluorobenzyl)-pyrrolidine-2-carboxylic 



Application/Control Number: 10/698,354 Page 10 

Art Unit: 1614 

acid], interact in some (unspecified) manner with the alpha-2-delta receptor to treat disorders in which the 
alpha-2-delta receptor "is implicated", the disclosure fails to provide any mechanistic discussion or 
provide any evidence or data, preclinical or otherwise, supporting the concept that the instantly claimed 
compound would, in fact, be effective to interact in such a way with the alpha-2-delta receptor so as to 
achieve the therapeutic treatment of the disclosed disorders. In the absence of such discussion or 
evidence, it is clear that the instant specification fails to support the enablement of the instantly claimed 
compounds in functioning to interact with the alpha-2-delta receptor such that the skilled artisan would 
have reasonably expected that the instantly claimed compound, effective in this manner, would have 
functioned to achieve the disclosed utility for treating conditions in which the alpha-2-delta receptor "is 
implicated" in a subject in need thereof. 

As stated in MPEP §2164.04[R-1], "Doubt may arise about enablement because information is 
missing about one or more essential parts or relationships between parts which one skilled in the art could 
not develop without undue experimentation." In the instant case, the information that is missing is a clear 
correlation between the claimed compound and its efficacy in treating the disclosed conditions, either 
through specific evidence in the form of data demonstrating such a fact or at least a sound mechanistic 
correlation between the claimed compound, its ability to function in such a manner and the amenability of 
the claimed disease state to treatment using an agent capable of functioning in this manner. Though one 
of skill in the art might very well known how to treat a patient with the claimed compound once a 
diagnosis had been made of the claimed disorder (e.g., epilepsy, hypokinesia, etc.), it remains that the 
instant specification conspicuously fails to provide any guidance or direction in support of the reasonable 
expectation of success in actually effecting the treatment of the disclosed disorders using the instantly 
claimed compound in the absence of any evidence supporting the allegation that the claimed compound 
is, in fact, effective to achieve such a therapeutic objective, either by reduction to practice or at least by 
elucidating the mechanism by which the claimed compound works and correlating such activity to 
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therapeutic improvement of the disclosed disorders or diseases. In the absence of this information, the 
specification fails to provide adequate guidance and/or direction to one of skill in the art at the time of the 
invention that would have enabled such a person to practice the instantly claimed invention without 
having to resort to undue experimentation to determine how, in fact, one would achieve the instantly 
disclosed therapeutic objective(s). 

The basis for the present rejection is not simply that experimentation would be required, since it 
is clear from the state of the prior art and Applicant's disclosure and remarks that experimentation in this 
particular art is not at all uncommon, but that the experimentation required in order to practice the full 
scope of the invention would be undue. Please reference In re Angstadt, 537 F.2d 498, 504, 190 USPQ 
214, 219 (CCPA 1976), which states, "The test of enablement is not whether any experimentation is 
necessary, but whether, if experimentation is necessary, it is undue." (emphasis added) Accordingly, in 
the absence of any adequate disclosure, direction or guidance as to how one would go about using the 
instantly claimed compound with a reasonable expectation of successfully treating the disclosed 
disorder(s), it remains that the pharmaceutical, chemical and medical arts are notoriously complex such 
that methods of use would have been sufficiently unpredictable to warrant the need for undue 
experimentation to actually practice the full scope of the invention as instantly claimed. 

In view of the discussion of each of the preceding seven factors, the level of skill in the art is high 
and is at least that of a medical doctor or scientist with several years of experience in the art. 

As the cited art and discussion of the above factors establish, practicing the claimed method in the 
manner disclosed by Applicant would not imbue the skilled artisan with a reasonable expectation or 
ability to make and use the full scope of the invention as instantly claimed, given the disclosure and 
supporting examples provided in the present specification and the state of the art at the time of the 
invention. In order to actually achieve the claimed invention, it is clear from the discussion above that the 
skilled artisan could not rely upon Applicant's disclosure as required by 35 U.S.C. 112, first paragraph, 
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and would have no alternative recourse but the impermissible burden of undue experimentation in order 
to practice the full scope of the embodiments presently claimed. 

Conclusion 

Rejection of claims 15, 18, 20-22, 27 and 30 is proper. 

Claims 28-29 remain withdrawn from consideration pursuant to 37 C.F.R. 1.142(b). 
No claims of the present application are allowed. 

Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to Leslie A. Royds whose telephone number is (571)-272-6096. The examiner can normally 
be reached on Monday-Friday (9:00 AM-5:30 PM). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Ardin 
H. Marschel can be reached on (571)-272-0718. The fax phone number for the organization where this 
application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be obtained 
from either Private PAIR or Public PAIR. Status information for unpublished applications is available 
through Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO Customer 
Service Representative or access to the automated information system, call 800-786-9199 (IN USA OR 
CANADA) or 571-272-1000. 

/Leslie A. Royds/ 

Patent Examiner, Art Unit 1614 

February 26, 2009 
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/Ardin Marschel/ 

Supervisory Patent Examiner, Art Unit 1614 



